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REPLY PURS UANT TO ^7 C.F.R. s i n i 



REMARKS AND AnCjlTMifsrTQ 



Claims 10-19 are currently pending in the application. Claims 10-19 are rejected. The 
Examiner's rejections are respectfully traversed below. 



REJECTIONS 



Section 3 of the Office Artipn - Reipcfion unAe^r ^fi ^TRC 112. 



paragraph: 



Claims 10-19 stand rejected under 35 USC 1 12. second paragraph, as being indefinite 
for failing to panicularly point out and distincOy claim the subject matter which applicant 
regards as the invention. Specifically, the examiner maintains that "no specific definition 
for Foim U was made." Furthennore. the examiner states that "it is unclear "what" does it 
mean when the claimed scope is being drawn to "Form U of (-)cis-2-(2H:h]omphenyl)-5 7- 

dihydroxy-8-[4R-3S-hydroxy-l-mBthyl)piperidinyIMH-l-benzopytan-4-one hydrochloride 
ethanol solvate" and questions if it is "a solvate constituting [consisting) of (-)cis-2-(2- 

chlorophenyl)-5.7-dihydroxy-8-[4R.3S-hydroxy-I-methyl)piperidinyI]-4H-l-benzopyra„. 
4-one hydrochloride and solvate or is it a material comprising (-)cis-2-(2,chlo«^henyl)- 

5,7^ihydroxy-8-^4R-3S-hyd^oxy-l-methyI)piperidinyl]-4H-l-ben^opyran-4-oneand 
ethanol with allowable "other" elements?" The examiner fiuther notes that "in U.S. 
6.576,647 ['647J which is commonly assigned, it was defined that "Form H" as 
distinguished ftom Form 1 is that it is an ethanol/hydrate of (-)cis-2-(2-chlorophenyl).5 7, 

dihydroxy-8-[4R.3S-hydroxy-l-methyl)piperidinyl]-4H-l-benzopyran-4-one 
hydrochloride, see col. 3 lines 47-50." Finally, the examiner notes that the '647 
ethanol/hydrate "Form U" has identical X-ray diffraction pattern and was made by the 
identical procedure (see columns 6-8. example 4). 



Applicant respectfully traverses this rejection for the following 



reasons: 



1. First. Applicant respectfully traverses the allegation tf,at no specific dcfiniton 
for "Form W was made in the specification. The claimed compound is Fonn n of (-)-cis. 
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2-(2-ch]orophenyI)-5j-dihydroxy.8-[4R-(3S-hydroxy.l-methyl)pi^^^^ 
benzopyran^-one hydrochloride ethanol solvate; that is, it is a crystaUine form of (-)<is-2 

(2-chlc>iophenyl).5.7.dihydroxy-8-[4R.(3S.hydroxy.Mnethy])piperidinylHH-l- 
ben2opyran-4-one hyd«>chJoride ethanol solvate that is identified by its characteristic X- 
ray diffraction pattern. The specification clearly describes and defines on page 1 hnes 26- 
27, that "the superior solvate foim is the Flavopiridol [(-)H:is-2-(2.chlorophenyl)-5 7- 

: dihydroxy.8-[4RK3S-hydroxy-l-methyl)piperidinyl]^H-l-benzopyian-4^ne] 

hydrochloride ethanol solvate fom, (hereinafter '«Fonn IT')". Additionally, on page 1, lines 
32-33 through page 3. line 8, it is clearly stated that Foim U means the ethanol solvate with 

(-)-cis-2-(2-chloropheny])-5.7-dihydroxy-8-[4R-(3S.hydroxy-l-methyl)piperidinyl]-4H-l- 
benzopyran^one hydrochloride. Finally, the preparation of Fonn H as described in 

Example 1. pages 6-8. clearly concludes with the statETxtent that the procedure gives "the 
ethanol solvate of (-)-cis-2-(2-chlorophenyl>5.7-dihydroxy-8-[4R-(3S-hydroxy^l- 

; niethyl)piperidinyI]-4H-l-benzopyran-4-one hydrochloride." ITius, it is respectfully 
submitted that the specification and claims axe clearly and concisely written in art- 
recognized terminology, and one of ordinary skill in the art clearly and unambiguously 
understands from the specification and claims that the applicant has defined and claimed 
"Fonn n- as (-)-cis.2.(2-chloropheny])-5.7-dihydroxy-8-[4R-(3S^hydioxy-l- 

; methyl)piperidinyl]-4H-l-benzopyran-4-one hydrochloride ethanol solvate. 

Fimheiniore. the specification clearly admits that Foim U is hygroscopic (page 4 lines 
1-3). and that the "use in a form which is essentially ftee from water is prefen^" Thus 
the claimed Fonn n of (-)-cis-2-(2^hloix,phenyl)-5.7-dihydroxy-8-[4R-(3S-hydn>xy-l. ' 
inethyl)piperidinyl]-4H-l-benzopyran-4-one hydrochloride ethanol solvate, identified by its 
. stated Characteristic X-ray diffraction pattern, is ftrlly supported by the specification, and 
I the disclosure is unambiguous and clearly understood by one of ordinary skill in the art that 
' other allowable elements are not present. 

2. The examiner cites the commonly assigned U.S. '647 patent as defining "that 
. 'Form W as distinguished from Fonn I is that it is a ethanol/hydmte (-)-cis-2-(2- 

chlorophenyl).5,7-<Iihydroxy-8-[4R-(3S-hydroxy.l-methyl)piperidinyl,-4H-l-benzopyr^- 
: 4-one hydrochloride, see Col. 3. lines 47-50" and points out that "the '647 ethanol/hydrate 

has Identical X-ray diffraction pattern and was made by the identical procedure (see 
= columns 6-8, exanipJe 4). 
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W«h respect to claim compliance and the requixement for definiteness of 35 U S C 
112, second paragraph. MPEP 2173.02 provides that the definiteness of claim language 
must be analyzed, not in a vacuum, but in light of (1) the content of the particular 
apphcaUon disclosure, (2) the teachings of the prior art, and (3) the claim interpretation that 
would be given by one possessing the ordinary level of skill in the pertinent art at the time 
the invention was made. 

The test for definiteness under 35 U.S.C. 1 12. second paragraph is whether "those 
skilled m the art would understand what is claimed when the claim is read in light of the 
specification." [Orthokinetics Inc. v. Safety Travel Chairs, Inc., 806 P.2d 1565 1576 1 
USPQ2d 1081, 1088 (Fed. Cir. 1986)J. As discussed in paragraph 1 above, the disclosure 
of the instant application clearly describes, supports, defines and claims Form H of (.)-cis. 

2-(2-chlorophenyl)-5,7-dihydroxy-8-[4R-(3S-hydroxy-l-methyI)piperidinyl]-*H-l- 
benzopyran-4^ne hydrochloride ethanol solvate, and the disclosure is unambiguous and 
clear to one of ordinary skill in the art that other allowable elements are not included in the 
claimed subject matter. 

The examiner cites the description of "Form U" in U.S. '647 (col 3. lines47-50) and 
questions if applicant s Fonn H is an ethanol solvate with allowable "other" elements With 
respect to prior ait rejection of a claim as indefini te. all words in a claim must be 
considered in judging the patentability of the claim against the prior art [In re Wilson 424 
F.2d 1382. 165 USPQ 494 (CCPA 1970)]. It is unclear if the examiner is attempting 'to usl 
U.S, 647 as "prior art" or on what grounds the examiner's citation of U.S. '647 'is based. It 
should be appreciated that U.S. '647 and the instant application were each filed on January 
16. 2001. and thus the U.S. '647 disclosure cannot be consider^ as prior art against the 
instant application. 

With respect to U.S. '647. one of ordinary skill in the art further understands by 
thorough reading of both the instant application and U.S. '647 that different problems are 
addressed and solved in each instance. The instant application addresses and solves the 
problem of how to prepare a superior therapeutically useful foim of (0-cis-2-(2- 

chIorophenyl)-5,7-dihydroxy-8-[4RK3S-hydr.xy-l.methyl)piperidinyn 

4-one hydrochloride as the ethanol solvate (characterized as "Fonn H"). while U S '647 
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addresses and solves the problen, of how to prepare a therapeutically useful form of the 
anhyd«>us or solvate free fonn of (-).cis-2-(2-chIorophe„yI)-5.7-dihydroxy-8-[4R-(3S- 

liydroxy-l-methyl)piperidJny]HH.l.benzopyra„-4.o„e hydrochloride (characterized as 
Form r') from hygroscopic "Form U" material. 

Both the instant application and U.S. '647 clearly admit that Form H is hygroscopic but 
the problem of drying the hygroscopic Form II is addressed and solved only in U.S. '647 
Thus, the description of Foim n by the inventors of U.S. '647 takes into account the 
hygroscopic nature of the Form U material. It is clear to one of ordinary skill in the m that 
Example 1 of the instant application and Example 4 of U.S . *647 identically teach (-)-cis-2- 

(2-chloropheny]),5.7-dihydroxy^8-[4R-(3S-hydroxy-l-methyI)piperidinyI]-4H-l- 
benzopyran^one hydrochloride ethanol solvate. It is also clear to one of ordinary skill in 
the art that Form H is hygroscopic by the hygroscopicity screening data provided in 
Example 3 of U.S. '647. Finally, the inventors of US. '647 discussed Form H in such 
manner in their specification (col. 3, lines 47^50) so as to clearly convey to one of ordinary 
skill in the art that Form H may contain subsequently adsorbed moisture due to its 
hygroscopic properties, and that both water and ethanol axe each removed via their process 
for converting hygroscopic Form U to anhydrous or solvate free Form 1. niorx>ugh reading 
and understanding of the problems addressed and explanations provided by U.S. '647 
clearly conveys to those of ordinary skiU in the art that: 

a) Form n is identically prepared in both the instant application and U.S. '647, 

b) Form n as obtained in both the instant application and U.S. '647 Example 4 is 
the ethanol solvate of (-His-2-(2-chlorophenyI).5,7-dihydioxy.8-[4R-(3S- 
hydroxy.l-methyI)piperidinyI)^H-l-benzopyran-4-one hydrochloride, and 

c) Form U is hygroscopic, and both ethanol and any subsequently adsorbed wat^ 
are removed from Form H by the claimed disclosure of US, '647 to afford tiie 
anhydrous or solvate free Form I material. 

Thus, from tiie foregoing, it is respectfully submitted that the issue of the definition of 

Ponn II does not exist. 



Lastiy. claim interpretation based on the disclosure of the instant application by one of 
ordinary skill in the art at die time the invention was made would be that Form O is an 

ethanol solvate of(-)-cis^2-(2K5hlorophenyl)-5,7-dihyd«>xy.8.[4R-C3S-hydroxy-l. 
methyl)piperidinyI]-4H-l.benzopyran-^one hydrochloride that can b isolated and 
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unambiguously characterized by its X-ray diffraction patte™. The compound is clearly 
named by art-recognized nomenclature, and nothing in the disclosure of the instant 
application nor the art-recognized nomenclature for Form n implies the presence of 
additional elements such as water. 

In view of the foregoing, applicants respectftally request withdrawal of the injection to 
the affected claims. 



S ection 4 of the Office Action - R«>igot8 n n under aft TTjS.c. 6 102(f) 

Claims 10-19 stand rejected under 35 U.S.C. 102(f) as being anticipated by U.S. 
6,576,647. The examiner states that "claims 10-19 are directed to the same material owned 
and disclosed by "another" which is commonly assigned", and that "the priority under 35 
U.S.C. 102(g) and possibly 35 U.S.C. lQ2(f) of this single invention must be resolved." 
The examiner specifically rejected claims 10-19 under 35 U.S.C. 102(f) as noted above. 

Applicant respectfully traverses the rejection based on submission of the attached two 
declarations under 37 C.F.R. 1 . 1 32. and the two page Appendix A that is comprised of a 
copy of notebook page 53 from Kurt M. Kesseler's laboratory notebook KK 28 and a 
supporting NMR spectmm. In surrmiary. the attached declarations and Appendix A 
support the following statements: 



1. Gary L. Bafiis, Christine M. Harrison-Bowman and Gary Lee Silvey, the 

inventors of U.S. '647. provided a joint declaration under 37 CPR 1.132. Their 
declaration states that the procedure of example 4 for the preparation of Form U 
of(-)-cis-2-(2-chlorophenyl)-5.7-dihydroxy-8-[4R.(3S-hydr^xy-l- 
methyl)piperidinyl]-4H-l-benzopyran-4-one hydrochloride ethanol solvate as 
disclosed but not claimed in U.S. '647 was the p^edure of Kurt M. Kesseler. 

2, KurtM. Kesseler provided an unequivocal declaration under 37 CFR 1.132 that 
he conceived and reduced to practice the procedure disclosed and claimed in the 
mstant application for the preparation of Form H of (-)-cis-2-(2-chloix,phenyl)- 
5.7-dihydroxy-8-[4R-(3S-hydroxy-l-methyl)piperidinyI]-4H.l-ben2opyi^n^- 
HMR2041 USNPl 
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one hydrochJoride ethanol solvate. Applicant also t^affinns that the inventors 
of U.S.'647 employed the aforesaid preparation of Fonn H of (0-cis-2-(2 

chlo«>phenyJ)-5.7-dihydroxy-8-[4R-(3S-hydroxy-l-methyl)piperidinylJ-4H-l. 
benzopyran-4-one hydrochloride ethanol solvate as starting material for their 
invention of Fonn I of anhydrous or solvate free (-)-d5-2-(2-chlorophenyI>5 7- 

dihydroxy-8-[4R-(3S-hydxoxy-l-„,ethyl)piperidinyl]^H-l-benzopyran-4H.ni 
hydrochloride, 

3. Li support of his declaration, a copy of the signed and witnessed page 53 from 
Kurt M. Kesseler's laboratory notebook KK 28 is provided as the first page of 
Appendix A. The laboratory notebook page shows Kesseler prepared Form U 
of (-)-cis-2-(2-chlorophenyl).5,7.dihydroxy-8-[4R-(3S-hydroxy-l - 
niethyl)pipeiidinyl]-4H-l.ben2opyran-4^ne hydrochloride ethanol solvate by 
procedure B that is indicated as a circled B in the left margin of page 53. Page 2 
of Appendix A is an NMR spectrum of the product obtained fix,m procedure B 
on page 53 of the aforesaid notebook that supports the Form D material so 
obtained is an ethanol solvate. Dates were redacted fiom both pages of 
Appendix A to preserve the rights of the inventor. 

Based on the foregoing, it is clear that the inventorship of the instant application is 
correct and that the inventors of U.S. patent 6.576.647 attribute that the procedure of 
example 4 employed for their preparation of Form H material is according to the procedure 
conceived and reduced to practice by Kurt M. Kesseler, 

m view of the foregoing. appHcants respectfully .^uest withdrawal of the rejection to 
the affected claims. 



paragraph 



Sect^pn 5 of fho Office A.«^„ - i>^iecti»n «^A.. ij.s^f.. ^ 

In section 3 of the office action, the examiner states that "if the example 4 of U S 
6.576,647 is a (-)-"s-2-(2-chIorophenyl).5.7-dihydroxy,8-f4R-(3S-hydroxy-l. 
methyl)piperidinyl]^H^l,benzopyran-4-one hydrochloride ethanol hydrate as defined at 
column 3. then claims 10-19 are rejected under 35 US.C. 1 12, first paragraph as 
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contaimng subject matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventors), at the time the 
application was filed, had possession of the claimed invenUon." 

In section 5 of the office action, claims 10-19 stand rejected under 35 U.S.C 1 12 first 
paragraph, as containing subject matter which was not described in the specification in 
such a way as to reasonably convey to one skilled in the relevant art the inventor(s) at the 
time the application was filed, had possession of the claimed invention. 

The examiner further states that "it is evidenced that in U.S. 6,576.647 which is 
; commonly assigned, a product was defined as 'Form H' as distinguished from Form I is 
; that it is a ethanol/hydrate of (-)-^is-2.(2-chlorophenyl)-5,7-dihydK,xy-8-(4R.(3S-hydroxy- 
. l-methyl)piperidinyl]-4H-l-benzopyran-4-one hydrochloride, see col. 3. lines 47-50. In 
addition the said '647 disclosed ethanol/hydiate form D has identical X-ray diffmction 
pattern and was made by the identical procedure (see columns 6-8, example 4). Hierefore 

no (-)-"^2-(2^hloxophenyl)-5.7^hydroxy-8-r4R.(3S.hydroxy-l-methyl)piperid^^^^^ 
1-benzopyran^one hydrochloride ethanol solvate per se was made nor was procedure for 
making the (-)-cis^2-(2-chlorophenyl).5,7^ydroxy-8-[4R-(3S-hydroxy-l- 
methyl)piperidinyl].4H-l-ben2opyran-4-one hydrochloride ethanol solvate per se." 

m the discussion for SecUon 3 of this response, applicant clearly established that the 
instant application unequivocally defines Form H as the ethanol solvate of (-)-cis-2-(2 

. ^^^°-PhenyI).5.7.dihydroxy-8-[4R.(3S.hyd™xy.l-methyl)piperidinylMH-l-be„^opyra„^ 
4-one hydrochloride, and that both the instant application (Example 1) and U S '647 
(Example 4) provide identical methodology for the preparation of (-).cis-2-(2- 
chloiophenyl)-5.7^ihyd^xy-8-r4R-(3S-hydroxy-l.n,ethyl)piperidiny.^^^^ 
^ 4-one hydrochloride ethanol hydrate. Form H is clearly named by art-recognized 
; nomenclature, and nothing in the nomenclature of Form 11 in the instant application nor in 
U.S. W7 Example 4 (which is the starting material for the claimed invention of US '647) 
: implies the pr^^^^^^ Both the instant application and 

: U.S. 647 clearly admit that Form U is hygroscopic, but only in US. '647 is the problem of 

" of (-)--2-(2.chlorophenyl)-5.7-dihydroxy-8- 

[4R-(3S.hydroxy-l-methyl)piperidinylHH-l.benzopyran.4-one hydi^chloride (Form I) 
discussed, addressed and solved. As pointed out in the above discussion of Section 3 of the 
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office action, the inventors of U.S. '647 discussed Fon. II in such manner in their 
specification (col. 3. Hn s 47-50) so as to clearly convey to one of ordinary sl^ i„ the art 
that Fornx H .s hygroscopic and may contain subsequently adsorbed moisture, and that both 
water and ethanol ^ each removed via their process for converting Form H to the 
anhydrous or solvate f„e Fonn I. Tho«>ugh wading and understanding of the problems 
addressed and explanations provided by U.S. '647 clearly convey, to those of ordinary skill 
in the art that: 

a) Form n is identically prepared in the instant application and in U.S. '647 as the 
starting material for the claimed Form I invention of U.S. '647, 

b) Fonn n as obtained in both the instant application and U.S. '647 Example 4 is 
the ethanol solvate of (-)-cis-2-(2-chlorophenyl).5.7-dihydroAy^8-[4R-(3S- 
hydroxy.l-methyl)piperidinylMH-l-benzopyran-4H,ne hydmchloride, and 

c) Form n is hygroscopic, and the problem of removing both ethanol and any 

subsequently adsorbed water from Form n is addressed, discussed and solved 
by U.S. '647 to afford the anhydrous or solvate free Fonn I material. 

Irt summary, Form U of (-)-ci8-2.(2-chloiopheny]>5.7-dihydroxy.8-[4R-(3S-hydroxy- 
l-inethyl)piperidi„yI].4H-l-benzopyran^-one hydrochloride ethanol solvate is defined and 
described in the instant application in such a way as to reasonably convey to one or 
ordinary skill in the relevant art that the applicant, at the time the instant application was 
filed, had possession of the claimed invention. 

m view of the foregoing, apphcants respectfully request withdrawal of the rejection to 
the affected claims, 



COiVCLlNTOM 



Apphcants respectfully submit that the claims 10-19 are now in condition for allowance 
and respectfully requests a notice to this effect. Should the Examiner have any questions 
please call (collect if necessary) the undersigned agent at the telephone number hsted 

below. 
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App„c..« concun.„.,y submit he„wi,h a pe,i.o„ a c«c-„o„U, „«n.i™ 

- "-o paper to Deposit Acco™, No. IW,8J fo, ^vemis 



Aventis Pharmaceuticals Inc. 
Patent Department 
; Route #202-206 / P.O. Box 6800 
; Bridgewater, New Jersey 08807-0800 
: Telephone (908)231-4803 
Telefax (908)231-2626 

: Aventis Docket No. HMR2041 US NPl 



Respectfully submitted. 



Lawrence L. Martin, Reg. No, 46,902 
Agent for Applicants 
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